Abstract
The lethal congenital contracture syndrome (LCCS) is an autosomal recessive syndrome (McKusick 253310) leading to perinatal death owing to early onset degeneration of the anterior horn motor neurones of the spinal cord. The neuropathological findings in the LCCS closely resemble those of spinal muscular atrophy (SMA). Since all the three types of SMA have been localised to the same gene locus on the long arm of chromosome 5, we analysed samples from seven families with 10 LCCS fetuses with the microsatellite markers assigned to the SMA 5q region. Linkage analyses between the SMA linked DNA markers and the disease allele in the LCCS families excluded the critical chromosomal region around the SMA locus as the critical chromosomal region for the LCCS locus.
The polymorphic microsatellite markers (D5S407, D5S435, D5S351, D5S39, D5S424)"'01' assigned to the SMA 5q region were amplified using polymerase chain reaction (PCR). PCR was performed in a microtitre well format as described previously. ' The marker D5S39 is reported to be the closest marker to the SMA locus with D5S39 and D5S435 being distal and proximal flanking markers, respectively.8" The results of the two point analyses are summarised in the table. No evidence of linkage between any of the markers and the LCCS locus was found, and only negative lod scores were obtained at the recombination fractions <0-1. Also the multipoint linkage analyses with the markers resulted in negative lod scores excluding a continuous area 13-7 cM proximal to D5S351, the closest marker to the SMA locus, and 11 cM distal to it (fig 2) . These data show that the LCCS locus is not allelic with SMA. At present, the prenatal diagnosis of LCCS is based on sonographic findings of fetal akinesia and hydrops." The localisation of the LCCS gene would make specific prenatal diagnosis available for LCCS families. In addition to the clinical advantage, the further characterisation ofLCCS would provide data on the molecular pathomechanism of motor neurone disease.
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